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IDA by iv. route, especially in combination with cytosine arabinoside {Ara-C). proved
quite effective for intensive chemotherapy of AML However, persisting controversies on
aggressive/intensive versus “aftenuated” regimens for eldefly AML pts emphasize the interest of
oiDA in this latter setting {cf M.R. Howard e a/. and M.J. Kealing, Clin, Drug Invest. 1995; 9, Suppl. 2:
16-38).

A 69% complete response (CR) rate was recently reported (F. Leoni ef af, Br. J. Hoematol
1995: 90: 169-174) among 25 elderly AML pts { > 60 yrs old} with an “aftenuated" dose of IDA, i.e. 8
mg/mziv. d. 1, 3, and S, plus Ara-C 200 mg/m? by continuous i.v. infusion (CIV) d. 1-7, and etoposide
(VP-18) 60 mg/m2i.v. d. 1-5. The areas under the curve (AUC) of plosma concentrations/time of both
unchanged IDA and of ifs uniquely active 13-OH metabolite, Idarubicinol (IDAO), in a group of 8
elderly recipients of IDA 8 mg/m? were closely comparable to those recorded in 9 younger AML pts
treated with standard-dose IDA {12 mg/m?). Importantly, due to first-pass liver metabolism, the yield
of IDAoI with oIDA is aboul twofoid that achieved with i.v. administration.

We {Musso e/ o/, Eur. J. Cancer 1994: 30, Suppl. |: §37) reported 4 CR and 4 CR out of 11
evaluable elderly (oge range 67 to 81 years) AML pls with an “altenuated” regimen of olDA 20
mg/m? daily d. 1-3 g 3-4 wks.

Subsequently, based on the assumption thot sustained, chronic exposure 1o LD-olDA
could control minimal residual disease (MRD), possibly via celk-ditferentiating and/or apoptogenic
stimuli, we enrolled ten previous responders fo standard induction chemotherapy for AML (IDA 8
mg/m? iv, d, 1-3, VP-16 100 mg/m? d. 1-3 iv., and Ara-C 100 mg/m? d. 1-§ CIV) to receive
maintenance oiDA 5 mg daily d. 1-14 ot 2-wk intervals for at least 6 months.

Long-term LD-0lDA was well tolerated. Dose-limiting myetosuppression was modest, with
leukocyte (WBC} and pictelet (PLT) nadirs 2 500 and 50.000x 10%/1, respectively, and without ony
infectious complications. Nonhematologicai toxicities were also acceplable: nausea/vomiting
easily monaged, no recorded diarhea or mucositis. The convenience or oral administration
contributed to excellent compliance. Plasma IDA and IDAol were monilored during the frectment.
In conclusion, long-term LD-0IDA would appear valuable as o maintenance regimen.
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Prelreatnent progrostic factors were evalualed in 173 patieals wilh acule
wyetoid leukenia (AML) and 78 palienls with acule lymphoblastic leukemia
{ALL) folluwed delveen 1980 and 1990. The effecty of factors to survival
were analysed by log-rank tesl. In AKL cases, patienls between 17-31
years age, xbo were sysplomatic for less lhan I acnths, with blast cells
tess than 80 in peripheral blood smear, without infection, followed
between 1983-1990 lived tonger {p¢<0.0%). In ALL cases, patients withoul
infection and hemoglobin values mare than Jgr/d! lived longer {p¢0.03).
In both leukemiay patients who achicved complete remission (CR) it
Lreatment lived longer Lhan patienty wilboul CR {p<0.01).

Factors thal may be iamportant im CR were cvaluated by oultivariate
regression analyses. In AML cases, age, [ollow up period, xkite blood
celt count (WBC), and syaptoas duration were [ound important in achieving
C0 {p=0.006, p=0.049, p=0.171, and p=0.210, respectively). In ALL cases,
ape, follox up period, Blasi percenl in peripheral blood smear, WBC, and
platelet count were found important for CR (p=0.021, p=0.038, p=€.072

p0. 150 and p=0.192, respeclively). In conclusion, we decided (bal some
pretreataent factors were important bold in survival and CR in avule
leukewia palients.
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MODIFIED C/MOPP-A/EBV IN HD PATIENTS
Pluzanska A., Chmielowska E., Stefaniak P., Zambrano Q.
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Eighty eight consecutive pts with advanced HD were treated in
1990-1994 according to a seven drug regimen (modified MOPP-
AEBV, 2nd inj. on 15th instead of 8th day). Clinical data: M-42, F-
46, age 17-60 (av. 38). Clinical stage II (with worse prognostic
factors)-42 (52,5%) pts, I1I - 26 (32,5%) and IV - 12 (15%), B
symptoms - 54 (67,2%) pts. Results were evaluated in 84 pts
according to commonly accepted criteria.

After 3-6 cycles of CHT we observed CR in 63 (78,8%) pts, PR in
10 (12,5%) pts, NR in 7 (8,8%) pts. CR occured in 38 (94%) pts
with stage II of HD and 25 (65,8%) pts with stage III-IV of the
disease. Patients without CR after 3-4 cycles were treated according
to another schemes.

Hematologic side effects: anemia, leukopenia and trombopenia I11-
IV were observed respectively after 0, 9 and 1 in 422 cycles of
CHT.

53 pts among 63 from the CR group are still in CR. DFS in this
group is 6-69 months (av. 32 mths). Overall survival for all pts is
489 months (av. 30 mths).
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IDARUBICIN vs MITOXANTRONE IN A CONTINOUS-INFUSION
CYCLOPHOSPHAMIDE PLUS DEXAMETHASONE REGIMEN FOR
ADVANCED REFRACTORY MYELOMA
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Ferrini. Department of Hematology, 50134 Florence, Italy

In the aim of increase the response rate, we replaced VM-26 with idarubicin
(IDA) or mitoxantrone (MITOX) in a salvage regimen consisting of
cyclophosphamide (CY) by continous iv infusion plus dexamethasone (DEX),
previously reported by us as active in advanced refractory myeloma, 23 pts were
randomly assigned to receive monthly courses of 6 mg/mg/d iv IDA (no pts 12)
or MITOX (no pts 11) on days 1-2, CY 200 mg/mq and DEX 40 mg iv from day
1 to 7. Eight were primary refractory to MP therapy, 15 were relapsed and
refractory to salvage regimens (VAD, VMCP). Median age was 60 yrs (48-70),
months from diagnosis 33 (3-140). Four pts were stage [I, 19 stage III, 4 had B
condition (D & S). 14 were IgG, 7 IgA, 2 BJ. RESULTS: a total of 79 courses
were delivered. The response was evaluated after 2-3 courses. Overall, 13 pts
(57%) were responders, achieving > 30% reduction of the M component; 7 (30%)
were non responders and 3 (13%) died early (2 pulmonary edema,l cerebral
hemorrhage). All pts experienced transient leukopenia (median 0.9 WBC),
promptly recovered after G-CSF. None had to delay the next course due to
leukopenia. Extrahematological toxicity consisted mainly of infections, with
gram-positive pneumonia in 4 pts. One pt, although responder, was taken off the
study after 1 cycle for severe arythmia. In conclusion, preliminary results suggest
that this regimen is effective and feasible with acceptable toxicity. The study is
ongoing, a longer follow-up is required to asses the impact on survival.
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Immune profile in 29 cases with chronic lymphocytic Iaukmul (CLL) and l case with Richter's
Syndrome was evalusted and compared with other i g disease stage,
organomegaly, hematocrit, WBC count, platelet, bone marmow involvement patiemn, serum albumin and
globulin profile and response (o thorapy. Monoclonal antibody panel included CD2, CD3, CD4, CDS,
CD7, CD8, CD10, CDI1b, CDI3, CD14, CDI9, CD20, CD22, CD23 and CD33. Surface antigenic
expressions were as follows: CD2 ; in § of 16 cases (31%), CD3; in 2 of 23 cases (9%), CD4; in 2 of 16
cases (13%), CDS; in 24 of 27 cases (89%), CD7; in 11 of 26 cases (42%), CD8; in 1 of 17 cases (6%),
CDI0; in 1 of 24 cases (4%-who was the case of Richter’s Syndrome), CD11b; in none of the 11 cases,
CDI3; in 10 of 19 cases (53%), CD14; in none of 12 cases, CD19; in 27 of 29 cases (93%), CD20; in §
of 15 cases (33%), CD22; in § of 8 cases (63%) and CD33; in | of 1§ cases (6%). Betwoen surface
antigenic expressions, CD2 and CD7 expressions were associsted with higher frequency of CDS
negativity as compared cases not expressing these antigens. Whon compared antigenic expressions and
with other parameters, it has been found that: CD2 expression was associated with lower WBC oeunt,

lower incidence of bocytopenia and spl galy and higher globulin value and highor incidence
of thrombocytopenia and advanced stage disease. CD4 exp wis iated with poorer resp to
therapy, CD7 was d with higher incidence of hep ly, CD8 was iated with lower Het

value. CD13 expression was associated with higher WBC count and more advanced stage discase. CD19
was associated with low risk of hepatomegaly, CD20 was associated with low risk of lymphadenopathy.
CD22 was d with lower incidence of hep ly and well resp to therapy.
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ORAL IDARUBICIN (0lDA} IN ELDERLY PATIENTS fpts) WITH
ACUTE MYELOGENOUS LEUKEMIA (AML): AN OPPORTUNITY 1
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IDA. besides its unique pecularity of orol as well as L.v. administration, exhibiis intriguing potentials for (paﬂulm

reverting Pgp/mdr-1-related MultiOrug {MODR), relevant in

well as for killng noncycling/resting bone marow precursors, postibly vio 1 of C

10 Lv. IDA, OIDA yiekis a twolold amount of Hs uniquely effective OH-13 metabolte, IDACI, squaly active and

myelotoxic os the parent IDA. Thus, afthough OIDA cannol be meaningfully introduced in  infensive
(CT). # was prop for eidery pts with AML. Conventionally, pis over 60 are corsidersd as
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ciDA, both os a t and as o component of fully or partialy oral combinations with cylosine
argbinoside {Ara-C). {VP-16), or & {61G), proved sffective. However If shouk not be
undersiood as offenuofed CT, on account of significant myelotoxicily, anyway preciuding outpotient
reatment [especially at doses > |5 mg/m? dally x 3}. indeed, cwuuodwmawiosugguwucl
hematopoietic . Other, skictly ir ore: 1) with chronic low-dose olDA
in poor-isk pts. unftt for aggressive/iniensive CT, and 2} we of on arul regimen as pestremission frectment
folowing a standard “intensive” Lv. CT..




